the face and trunk. These have been present for many years. Past history: Dental cyst removed from right upper jaw in 1957. Family history: Father and 2 brothers normal.
Mother has one ? basal cell nmvus on the loin and one prominent milium on forehead. On examination: Height 70 in. (1 78 m) . No disproportion between length of limbs and trunk. Acromegalic-like facies. Skin: keratotic pits on both palms. Fine telangiectases under distal parts of finger nails. Several milia on face. Basal cell lesions on back of neck, right cheek, right forehead and lower back. Investigations: Urine, IVP and chest X-ray normal. Skull X-rays and air encephalogram show extensive calcification in the falx cerebri and the dura. Both lateral ventricles are dilated, suggesting cortical atrophy. Serum calcium 10'5, phosphate 3.3 mg/l00 ml. Urinary calcium and 17-oxosteroid excretion normal. CSF normal. WR negative.
Comment
Although calcification in the falx cerebri has been described in other patients with the syndrome of basal cell nevi, skeletal abnormalities and dental cysts, the calcification in this patient is gross and involves the cerebral cortex and dura. It seems to be the cause of a neurogenic disturbance of micturition.
Dr R J Cairns: Recently I had under observation a somewhat similar case, a tall man of 40 with Marfanlike features. He presented ten years ago with a ruptured lymphatic mesenteric cyst and soon afterwards he began to develop multiple basal cell tumours on the face and chest. Some of these earlier lesions were treated by radiotherapy which produced disfiguring scars. He is of low intellect and, although there are no dentigerous cysts, he has the characteristic porokeratotic pitting of the palms and soles. There is hypertelorism, marked dural calcification, bifid ribs and two unusual features, a midline nasal sinus and multiple cysts in the long bones. Calcium studies have been normal.
Delayed Type Hypersensitivity to Cold I Sarkany MRCP and J L Turk MD W B, man aged 48. Electrician History: Each winter during the past four years, this patient has been troubled on and off by swellings of the tongue, lips, feet and hands. On one occasion, there was swelling of the mouth in the summer after an iced lolly. Oral antihistamines have not helped. He was said to have been sensitive to sulphonamides but has not had these drugs for years. The lesions were seen by his own doctor and by us. He is also said to have developed a reaction after taking Beecham's powders and Phensic. Investigations: (1) Application of a cube of ice to his forearm for fifteen minutes failed to produce an immediate reaction. Redness and tender induration appeared after twenty-four hours and became more marked after forty-eight hours. Biopsies from this area, at twenty-four and fortyeight hours showed perivascular cuffing with lymphocytes.
(2) Severity of reaction at forty-eight hours after application of ice cube to forearm: (3) Three flasks containing ice and water at 2°, 50 and 100 C were applied for fifteen minutes to the flexor aspect of the forearm. No change was detected until forty-eight hours later, when a positive reaction was present at the 20 C but nil at the 50 and 100 sites.
(4) A cube of ice was applied for fifteen minutes to the left forearm. A punch biopsy was taken twenty minutes later from the ice-treated site and a control biopsy from the left upper arm. The two pieces of skin were homogenized in saline and centrifuged at 15,000 r.p.m. for fifteen minutes. 0 1 ml of the clear supernatant from each was injected intradermally. Twenty-four hours after injection there was an erythematous reaction with induration to the material from the ice-treated skin and no reaction from the material from the normal skin. This disappeared at forty-eight hours.
(5) Routine investigations on the blood, &c., showed no abnormality. No cryoglobulins were detected in the serum.
Although urticarial type reactions to cold are well recognized, delayed type hypersensitivity to cold must be extremely rare and we know of no previous reports of this condition. Investigation of this patient has shown that a reaction will take place at a maximum temperature of 20 C and the minimum time of application of ice is two minutes. The histological picture of the reaction at forty-eight hours is typical of tuberculin type hypersensitivity. Injection of a soluble extract of skin removed after application of ice reproduced the delayed sensitivity reaction. This suggests that as a result of the application of cold in this patient's skin some soluble substance is formed, which is capable of inducing this phenomenon of delayed hypersensitivity to cold. This substance could be either a pharmacological agent or an antigen. It may be that the patient produces an immunological reaction to one of his own proteins in which the tertiary structure has been modified in some way. It is unlikely that a pharmacological agent could produce a reaction twenty-four hours later without any earlier visible changes.
Dr R P Warin: The present appearance of the test site looks to me more like an urticarial than a tuberculin type reaction. The delayed type of dermographism must be of a similar nature. In this rare condition the weal develops about twenty-four hours after the initiating scratch.
Professor S Shuster: Could not a chemical agent released in the skin take twenty-four hours or so to build up a local inflammation? It seems to me that some attempt should be made to distinguish between the alternatives of delayed immune hypersensitivity and a delayed reaction to a locally released pharmacological agent. An essential control to experiments would therefore be to inject the supernatant (prepared fromskinexcised fifteen minutes after applying ice) into a normal subject. I do not know how satisfactory radiation and chemical treatment of serum is in destroying the hepatitis virus. Again, would it be possible to see whether positive reactions are inhibited by blocking the development of delayed immunity, perhaps with a substance such as methotrexate?
Dr J L Turk: We have found that this reaction is partially suppressed during a febrile illness. It would be interesting to find out whether we can suppress it with steroids. Methotrexate cannot suppress a delayed hypersensitivity once the subject has already developed sensitivity (Turk 1964, Int. Arch. Allergy, 24, 191) .
Dr E J Moynahan: I agree with Dr Turk and would draw attention to the 'observation' which Dr Sarkany was careful to noteviz. that the reactions did not take place until some time after the ice had been applied to the skin.
The following cases were also shown:
( History: In June 1964 he began using an enuresis bed. For the first two weeks his mother slept in the room and changed him immediately the buzzer went. For the following three weeks he slept by himself, but was not awakened by the buzzer, although he wet the bed every night. The ulcers came in three crops during the latter three weeks: a single large one, a number of small ones and a final single one. On each occasion they were not present when the child went to bed, but were fully formed the following evening when he was bathed. The last ulcer had a central black hemorrhagic and necrotic crust when first noticed. On no occasion did the child complain of pain or any other symptom; indeed he did not even draw his mother's attentioft to the lesions. Examination in July 1964 showed the condition illustrated in Fig 1. Today he has scars of healed lesions on hips and buttocks.
Dr Borrie: This is the second child whom I have had under my care with these ulcers. In each case
